'causing regression or preventing metastasis and growth of 
micrometastases) , epidermal hyperprolif eration, (psoriasis), epithelial 
neoplasia (eg. mastocarcinoma) , leukaemia, immune disorders, 
inflammation and CNS or peripheral nervous system disorders. (I) 
further inhibit the cell division controlling enzyme p34cdc2 /cycline 
Bcdcl3 kinase, and are thus useful in treatment of hyperprolif erative 
disorders such as tumours and psoriasis. They also inhibit the prodn. 
of HIV viruses, and are thus useful for treating AIDS. (I) are resp. 
used as antitumour agents (claimed), e.g. for treating tumours of the 
bladder or skin, opt. in combination with other chemotherapeutic drugs. 
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Monoclonal antibody to growth factor receptor is prepd. by using 
soluble substance of human cancer cells as immunogen. Also claimed is 
the c-@erbB@- 2 monoclonal antibody which reacts specifically with c- 
@erbB@- 2- related protein and produced by a hybridoma formed by fusion 
of mammalian bone marrow cells with mammalian immunocyte immunised 
with culture supernatant liquor of human mastocarcinoma cell strain 
SK-BR-3. 

USE - The antibody reacts specifically with c-@erbB@- 2 related 
protein and it is useful in diagnostics and as an anti-oncotic. for 
therapy of adenocarcinoma partic. mastocarcinoma (claimed). 
Dwg.0/0 

Derwent Class: @B04@; @D16@; S03; 

Int Pat Class: @A61K-039/395<2 ; @C12N-015/06@ ; @C12 P-021 /08@ ; <iG01N-033 / 574@ 
; <2G0lN-033/577@; @C12 P-02 1 / 08@ <2C12R-001-91@ 



19/37, DE/4 (Item 4 from file: 351) 

010165648 WPI Acc No: 95-066901/09 

XRAM Acc No: C95-029599 

XRPX Acc No: N95-053097 

Novel protein tyrosine kinase and its DNA - isolated from human breast 
tumour, useful for diagnosis and prognosis of cancerous tissue 

Index Terms: NOVEL PROTEIN TYROSINE KINASE DNA ISOLATE HUMAN BREAST TUMOUR 
P USEFUL DIAGNOSE PROGNOSIS CANCER TISSUE 
atent Assignee: (CANC-) CANCER RES INST; (WELL ) WELLCOME FOUND LTD 
Author (Inventor): BARKER K T; CROMPTON M R; GUSTERSON B A; KAMALATI T; 

MITCHELL P J; PAGE M J; SPENCE P; KALMALATI T 
Number of Patents: 002 



(19)H*B4MW (JP) (12) & §fj 4$ & $g (A) 



( 

#H¥7- 59588 

(43)^fflB ¥^7^(1995) 3£ 7 B 



<51)IntCL 4 
C 1 2 P 21/08 
A 6 1 K 39/395 
C 1 2 N 15/06 
G 0 1 N 33/574 
33/577 



ADU T 

A 
B 



9161-4B 



F T 





®H¥3 -229835 


<7DflWA 


590001452 












¥^3^(1991)5^310 




tmmb 5 ts 1 « 1 








000206956 




mm$m&Q 1990^11^, Ame 






r i c a n Ass 


ociotlon for Con 






cer Research. 1 n c^gff© l"c e 1 1 




#ffl Si 


G r ow t h & 


Differentiation 




IMWlS«Tp|t»r276 - 955 D-^E* 


Vo 1. u \z&m 






201^ 






(.72)%®% 


AM. 








=f«JIMt58flS«±filTB17#14» n- 








tftniom 






(74)fta?A 










«K£lctt< 



(54) [ft«0>«IH liltH^ U-fe^-fc^-TS^/ * n-:ftl#ift®ltifi^KZtftc - erbB-2qe/^D- 

(57) am 

»SK-BR-3 Tft!$bfc«?L«l^©^SaBia<!:i«?L 
V(c«k OS^Snc - e r b B - 2 HXS&JtKttJltt 

tfcii&TSt)©-?**. 

C3fr*J c-erbB-2 nSSdltiC 
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1 

m*iM2] t h&mmmmsK- br- 3 <Dmm±m 
c-erbB-2 mmm&m fcfcjwsjcEj&'r* ^ts 

[ff&H3] A-T^U H-VGFD-OA-p 1 8 5- 
1 (ttXfiMMFgl 2 2 0 6^) T?i&-5it;fcSI2§Efc© 

[fgnJ!©i¥ii&S2BJ§] 

[0 0 0 1] 
[0 0 0 2] 

ic.KST#*j:3ic#tt-r*s r cat. «fflisiis*»a 
»bb«u saw*, a^ro«2AWft 

^s*^wsn-5«^L«btf^fens„ mz, g& 

«a^n-»*^— tfo5*. ±&»«gB : f (ep 
idermal growth factor, EG 
F) £ttEGFQ3£tt (H2^-) 

■«3-H-ra«3Mie?tbTav»tflanfcc-e r 

bB-2fifif [Yamamo t o, T. , e t. a 
1 . , Nature, 3 1 9 , 230-234 (198 

6) ] 0ftft&?K<Mrc&«p 1 8 sse^tt. a*© 
t hm&m&\zx\,*T&M&?<Dmmtm&fc?m®<D 

r bB-2*fc^©iHftWB»SnTV>*. *fc, E© 
c - e r b B - 2 ©«iH8gtf , *©J8S5, ftfc 

V>5 [S 1 amon, D. J. , e t a 1. , Sc I 
ence, 2 3 5. 1 7 7- 1 8 2 (1 9 8 7)]. 
[0 0 0 3] c-erbB-21fiTtt, -feWtSfc* 



(2) 4#M¥7-5 9 5 8 8 

2 

0 EGF l/-fe^HifirFi:*HHO«Kift»r>JIfirPi 
LT^£$n [Semba, K. , et a 1 . , P r 
oc. Natl. Acad. Sci. U. S. A. ,8. 
2, 6497-6501 (1985)], MmWsi? 

•i-iv**-? h \zm< mm- y*< 2 trmo^x 

75ySE5fl©ffilltt*t4 4%i:igi<, H*flDU-fe^ 
-©«€r£UTV»*i#ASftT^5. gEJie?©i8BBa 

a h * <f >m**i©=w— • tf f * -r > t c*sg© mm p 

F H: :/*-©*:>— F;*-f >£ 8 2 XOK^ffi^tt 
<£^"T. **tt*HttE-t3 2X£ J «» J WSV»jK. C*SS 

-en-enEGFfc^jtrrsttBfcffffaft 

Tlr»*. S&, c-erbB-2lfifli^>/W 
6©4i-BSLit7y HWJffit^n e u [Bargman 
n, C. I., et a 1. , Nature, 3 19 , 
226-230 (1 98 6)] i*Htt«W<, K5y 
hfc*l**n e utt McfcttSc -e rbB-2t 

c-e r b B - 2 1 8 5 k d©*££©!ftg 

s*asn&*H4» 1 4 o k d ck o d.*«v>;: ia» 
6. «^tt#u&* titfcsnfc [a 

kiyama, T. , et a 1 . , Science, 
23 2, 1644-1646 (1 9 8 6) ] . -tbT, 

[0 0 04] c -e r bB-2©£&<»:&J6tt (r-7> 
30 X7*-Atl) iro^Ttt, 7 5< h©n e uiH£^©r- 
7>X7*-AW, MOTSilfiWcfctf--:?©* 
AOTB 0 , A U >H>rj\,9 5 Lit C K± 0 

*»Sn«'fcOTr»*C4:««W6*t:a:») [Bargm 
a n n, C. I . , e t . a 1 . , Cell, 4 5 , 6 
49-657 (1986)]. Z.(DZ.£frt> c-e r b 

tneulfifiHtlC. N I H3T3»BC*W*h 

5>x7*-ZitiB*»ii-r*t«ftanTt»* [di- 

40 Fiore, P. P., et a 1. , Scienc 
e, 2 3 7 , 178-182 (1 9 8 7) ] . Sfc, C 

t>, ttflB©XJ|J:Q »&»*©©. Mfth?>;*7*— 

Atl£&#L#*. SIC, ±|2pfES*t*#-r«i:, c 
-e r bB-2»J;D»V»h9>^7*-A**»# , r 
«!1&]8«T*«. Ene©h7>X7*-AiBS:3l#b 
fc^Tftt, Vi-fnt>c-erbB-23'>/1^Sf©9 l D 
-»'J >Kfl:ffitt*t±#bT*0 [Segatto, 
O. , et a l. , Mo 1. Cell. Biol., 
SO 8., 5570-5574 (198 8)], c-erbB 
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(3) 

3 

[0 0 0 5] us-^roetttetLTtt. &&?<D®<® 

— ICOfc^fc'c -e r bB-2tJ, NIH3T3£r-7 
>X7*-ATSgi4*#fc&V>ai. NIH3T3« 
tT«ASnfc S V 4 0 ^Pt-^-Of c - e rbB 
- 2 se^oif i|g£jg;i u ^©fg§l#±#-r5 <hN i i0 

H3T3|fflMi, h^>7.7*-AUfc^S^-r«fc5 
HOHtfrfc, c -e r bB- 2(DM^M 

[Dl-Flore, P. P. , et a l . , Scl 
enc e, 2 3 7, 1 78-182 (1987) ] . 
[0 0 0 6] c -e r bB-2 0>khff&&t*S3ie? 

^5 [Yoko t a, J. , et a 1. , Lance 
t_L 765-767 (1 9 8 5) ] . 9LffiCOV»T i0 
tt. t h9LJB£9Lff aX®«*MIB£. c-erbB- 
2<DJte^iii|S*tK«)en*Ci [King, C. 
R. ,et a I . , Science, 2 2 9, 9 7 4 
-9 7 6 (1 9 8 5) lYamamoto, T. , et 
a 1 . , Nature, 3 1 9, 2 30-234 (19 
8 6) ] t, »*'CttSUilJ« l bltt©*W*0-OT 

Oir&TT. c-erbB-2 CDflfflWA 5*1, -t 55 

V>£i#j*i&£nTV>5 [Slamon, D. J. , e 
t a I . , Science, 2 3 5, 1 7 7-1 8 2 
(1 9 8 7) ; Kr au s, M. H. , e t a 1. , 
EMBO J. , 6., 6 0 5-6 1 0 (1 9 8 7) ;Z 
bou, D., et a 1. , Cancer Re 
s. , 4_7, 6123-6125 (1 98 7) ;VIj 
er, M. , et a 1 . , Mol. Cell. Bio 
1. , 7_j_2 019-2023 (1987) ;Guer 
in, M. ,et al, , OncogeneRe 40 
s. , 3_, 21-31 (198 8) ; Al 1, I. 
U. ,et al. , Gene Res., _3_j_ 13 9 
-146 (198 8) ;Tal, M. , et al., 
Cancer Res., 48j 1517-1520 

(i 9 8 8)]„ *n\z&^Tmmz&mtiim<Dffi 

hmrc-e r bB-2jte j F©iii|@*«WL, 10^ 
l&ft-oli [Tsuda, H. ,et a 1. , Cane 50 



#H¥7-5 9 5 8 8 

4 

e r R e s . , 4_9 , 3104-3108 (198 
9) ] . 

[0 0 0 7] a±0±3&1WR©*Tffi*FCtt, c-e 
rbB - 2&>JVr&\Z%t~?Z>ifL# J $ >: £/9a—j-)i'tfi 

#*>mmn, sr. &fitmm?>\z 

ftmk&mz&^Tmt?ttmh$Lfti£n-o'3&K> 

[Masuko, T. , etal. , Jpn. J. Ca 
n c e r Res., 8 0, 10-14 (198 
9) ;Yamada, Y. , et al., Jpn. 
J. Cancer Res., 8j0 , 1192-119 
8 (1 9 8 9)], c-e r b B - 2 
m?Z>tfL#tVX'b. {SJAfcfc-e r bB-2ffl&f© 
C5t£J|«|**Wlir*#Ui'D-^l(l#:. pAbl 

(T48 8 1) [h>J r->/H^-y--fX>Xttil (Tr 
iton Bioscience Inc. ; Al am 
eda, CA) ] £F*--r>£g&-r£#l> 
^o-:*\)Wfc#Ab- 1 [^->ay->-y--fx>xtha 

(Oncogene Science Inc. :Ma 
nha s s e t, NY) ] ^, c-e rbB-2©ifflBa 
^H^OSEitSt/i'n-tW- SV2-6 
1 T [-^W-fflciC^afi (N i t i r a i Co. : 
Tokyo, Japan) ] §«5j315nTH5. 

[0 0 08] 

mz%m<D®mtmm\z#vT. cntmmom^ 

[0 0 0 9] #S8$I«£;fc, t r-?UK*ffl&flcSK-BR 

toviitmmmtcDM&izZQigfcsfttzMzn) f-t 

fc«k0g£Sn, c-e r bB- 2WiggeS|fciftg« 
KE&f SSi c - e r b B - 2 * / * n-}MI/iit#£« 

[0 0 10] 5lC2b56WttK)S, ttCftftolMKfflKtf 

[0 0 11] iegW^S&jKflrSEfcfi 

b h9LSJRIM**e&« S K - B R - 3 «Blfid^±l2*}* 
fctite TJt c - e r b B - 2 * / 2 D-^/l/ftft&ffft 

[0 0 12] 

SifStHT Hr 7**- \zMT 5 * J 9 o-^-;mt#oJ| 
jfcWS, fttfl=MIJM*SK-BR-3Trft*l/fc 

D»*snfc;W^UH-vfc*0S&*nc-e rb 
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(4) 

5 

b - 2 waaegfc!i$s»icRi£:-r s c t s^stt-r^ 

[0 0 13] *fc*^(C<i:n«. /W^U K-v#G 
FD-OA-pl8 5-l (ISXWS^1 2 2 0 6 
T?25^±ffifiic - erbB-2 ; E>'i7 D-:J-;Mft#: 

[0 0 14] *3S9iia#«, c-erbB-2H3ISa 
[0 0 15] 8TF> #^©€/?n-^;!4a#©S«§ 

[ooi6] *%w$Lft<D®&u, ±iE©aob hffiise 

(epidermal growth factor 20 
receptor ; EGFR) , -f U >«/&fiHT- 
Vk?9- (IGFR) , jJuMS**lfcfiH?l'-fe:/* 
— (platelet— derived growth 
factorreceptor) , n n ~ — fUSlHT 
V-fe^- (CSFR) ^*^sn-5o 

[0 0 17] *5!Wgtc -e rbB-2ty?D-tJl' 
SWfcfcWctS, iBM&SriSSfBfi-rtttf. dntt« 

&*©-#©»«« (^saaia) tvx\t, tb&mm 
^sK-BR-3iu<oinMbtt«tA^&n«. ttft 50 

ttMAtt. SK-BR-3«B*0a*«W6F«Sfc«K 
«fttftt*±ttflMltte©KSlcWigftl/TIIS'Ve 

CCCfflV»6n«SK-BR-3iBttiMinj* 

a> (AT CO C3FS63nTV>-5 [Havel, R. 
J., et a 1. , J. Clin. Invest., 
34 , 1345-1353 (195 5) . 
[0 0 18] ±BSK-BR-3*ft©TTOfl3»«6« 

XttTS m^tfHan f 1 and, 40 

P. , Chem. Phys. Lipids, J_5_, 1 0 
5 (197 5) ;Hanf land, P. , Chem. 
Phys. Lipids, _1_0, 2 0 1 (1 9 7 6) ; 
Koscielak, J. , Eur. J. Bioche 
m. , 3J_, 2 14 (1 9 7 8) ^#RB] . 

[ooi9] mm\t. jcojutwca. m\\tmf& 
%wi®<Dmnmm&m& annua) £©gs£*ena (h 

yb r 1 doma) SffrfcU £n«k«3c-e rbB- 

2wmm&%*®&tzmmft»z3i&?z!?-a>* so 
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ftM¥7-5 9 5 8 8 
3ft U K*-D>©**fcJ:D*liTr#.5. ttgHffi 
©** ±»* -5 1»I1T!)X|*0«|C "b © **© * * 

-f > AjErCK* 7 J±Q\Z&2>7 7^ ? P7 F ^7 7 

[0 0 2 0] ±GB^tt©^C£fr>7ft&iftlK. IP 
■6. SK-BR-3IBJBo?r»fl;1ln?ft«*n*flWL» 

[0 0 2 1] ±Efc*V»TfflV>6n«fiflttl/Ttt, 9 

1-6 1 3 5 0#&$g) ^©K#. jPU <J 5?X #U ^ 
[0 0 2 2] ifcrB^KSItL-Ttt, 9ff©SW©f^A 

F\ X^^^xkF, 75>#7;V5 ! k]«»©MMl! 

F> N, N' -m-7i-l/>^HSW7l/ 

N-tHD^J'MS FXXyJMB. 75 /St 

*jM?**>jWii«73 Hiie-&$-a-^ffl«©'<y5 1 Hife 

73y*JM«5M , 3F, l-X^/P-S-SMV^nK 

StCp-v?7y-^A7x-;i/i^SI^©^7^>7A7 
U -J^^^KStii^©^^ Hlt^A5«tt 
9R. CTA«±IHK*»^jai:Sia^1i:&>&© ! b, ±GI» 

[0 0 2 3] ftfitt, 0iJA«TC7XS0!»CtD#>!B1-n 



7 

tf. ±iBfcg^K££&:£SUk£#U>&«g«fi£ (PB 
S) ^£a£&#£Tj^fc«KI;:#S{U ffim\z£r) 
ffifir©7:^/\->h£0fffibT, «Ki»©{C2~14H 
*fc*Hfi4U ®&$m&® 100~5 0 0/!gA 
£XgffilC&5«fc5KLmrt5©J&<$r£LK 

Rznzmmt. m^\t^m%m (fcs) **^t» 

A*W»CH5%FCS^JDRPMI 
- 1 6 4 0 ««!$ICTi§S&, 1 0 ~ 1 0 0 fgiciSfig t 

fc*§tii a t. vxrnm \z®m a. 7 s> * n > k t l 

>H»SV>tt77ASfflV^CD*t3i^Tab-5. 

[0024] ±a^Mmmtm^n^^<Dmmmt 

«Atfp3/X6 3- Ag8 (X63) 
[Nature, 2 5 6, 4 95-497 (197 
5)], p3/X63-Ag8. Ul (P3U1) [C 
urrent Topics In Microbio 
logy and Immunology, 8 1, 1 
-7 (1 9 7 8)]. P3/NS I — 1— Ag4— 1 
(NS-1) [Eur. J. Immuno 1. , 6, 5 
1 1- 5 1 9 (1 9 7 6) ] . Sp2/0-Agl4 
(Sp2/0) [Nature, 27 6, 269-27 
0 (1 9 7 8) ] , FO [J. Immun o 1 . Me 
t h. , 3_5, 1 - 2 1 (1 9 8 0)] m+?v h\Z& 
W-52 10. RCY3. Agl. 2. 3. (Y3) [N 
a t u r e, 2 7 7, 1 3 1 (1 9 7 9)] #©#«H 

[0025] ±m%&mt&t.i&nmi&mMi&t<DM&BL 

£12. &»©7Jft. MZ-tevOlXfl >Z (Mils 
te In) ffl^ft [Method in Enzymo 
logy, 1_3, 3 (19 8 1)] ^IC^UTff&S Z\ 

&i&mm. mz.tetfvx ! ?-i<>>fV3-)i (peg) , 

±>y-i *7-f )VX (HVJ) «0>#&TIC. a#©i£Jfi 

*T^sssn, mmz\tn\zMG%}®$:mit>%rzib\zz? 
*?)wv***s m<D®mm&&n\zfoVTmisa-rz> 
ct-bT^s. m^mm («&»£) fcjjsjsrs 
®*&%&m?&z £*>-?£&. ^mmtmnmmm 
mmt<Dmmit\i, a#©#ft£&:bDfc<. 
sniBBiiiiactf i/Tfttt«B«iKi i ~ i ommm^ 

mmmm<Dmm\zm%mmt<tiz&m<Db<D> m^ur 

PM I - 1 6 4 O&ifi, MEMS*, 

mm\z-fSi\zmm^n?>'h<D^m^x^, m^^n^m 
mtqFffiinskm (fcs) &<Dikmffim&m*T&<<D 

sa, ±m%mmr'£<m£u ^tb3 7X)mmztam 

L£PEGfcS3t m*.&W$ft?&l 0 0 0~6 00 0 
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saofcco*. mugigmzms o~6 ow/v^cas 
[0026] #6n50fa«/w^u H-Tom 

a^OSSiJliifi, ^^.«HAT«ifi (k#*tr>^>. 
75/^'J>R^5^>*^tJ»tt!) X-%&?ZZ\£ 
fciDfrftfctt*. &HAT«8rC©£*te, BWtT 
10 S/W7U H-V£W»CD«B (*»^iffllia^) 

V>. ^<lt#5n5/W^UH-YS, a?if©l®IM& 

[0 0 2 7] BWffi#S£**©*fc2t«. «d^.«EL I S 
Aft [Engval 1, E. , Meth. Enzymo 

1. , 7_0. 419-439 (198 0)], 77— 2 
ft, Xtfyhft. ®«,KJ&ft. *99n=.- (Ouch 

t e r 1 ony) ft, 7-WA;7yt'f (R I A) 

20 &&<D-mizm#.<D&mzm^e>nT^z,m*(Djjm 

( r;w^U H-Tfti^E/^D-^^j , flcSt;£ 
&R&D77->^8fT. S&3 0-5 3H, BS?P5 7^ 

3A5B#fi8) ca^sarr* c©^t^ 

[0 0 2 8] a><bT#&n£c-e rbB-2Wgg 

•f^uH—rtt, am©«aT?«t«;«*-r-5:ia:*^ 

/W^U H-^ew^H^/^n-^HSft:©^® 
59 KA-f^UH-T*. #fttCfi£oTt&«L.T-e-©« 
*±mtbT#^ft4». /W^'J F-V*rn<hS^ 
&©fcS«H»<&K&^UTJim£tt. ^©JS*tUT 
#5^rft*tSfflSn^. il#©*fttt, B*S«©in;ft:£ 
#-5©»CjiL,T*5r), &sg©7jft«, $x#©*S£gK 
jfbTHS. £&±S©£i:<bT#e>tlSffi#«, B 

fc&tfr, y;i/tt»ft, 77-cnx^^nvhif77Y- 

[0 0 2 9] *5gBJ$t^tt, cnSfOTUT, 
40 #a»CJ:0, c-e r bB-2Hitge@£|SS<H.I.o& 

[0030] *^jt#©ffjfflfc«tn«, 

Oc-erbB-2 HiggSg*. &&KfSfc<J: *) ftll 
«Kii«T^j:t*<T7^5. K^fttbTli. a#©^ 
£ft, D->\ t ^y^m\Z^7^^A/7y±-i (R 
I A) , B&ft&iifcft (EL I SA) . &#tfcl$ft, 

®*ft^©fcffi¥tt#ft*wsft, j:nes-*ft©is 

50 — fc7 7n-X!?©S#fc#?glKSi#£*8£3-&**\ 
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?mVi&*Kl&i£ J £Z>1t\ X«LhfES&2ffi#£fi&;*j>;/ 

fe-rs&#, CT^«pjsfbLfcjaijia^ 3 4 p. 3 5 s, 

*. K^ttSa^J* 'J (L a e mm 1 

AK, 1 1 Ot:««)KaT£l&$«, #'J7?'J;KF3 

Hy^stt-a fc s d s - # u 7 5 k^jmisbjc 

«l (SDS-PAGE) *ffJ!t5Cifc±D. #5gfP§© 
ft*t»»»lCSltrrSc-e r bB-2IWaajl© 

[0 0 3 1] ±E*«ttfc*V»T*#t UTtt. tttt. 

[0032] *nmmwmiamKk\,-ai.. 

1?. 3-^5^ h->^— if^cD^&aoSs^ 3 2 P. 
[ 3 5 S] -^f-fX 1 2 s I. 1 3 1 I. h'J?<7 

V> [Nature, 1 9 4, 4 9 5 (1 9 6 
2) : Ac t a. Endocrinol. Supp 
1. , 1 68, 2 0 6 (1 9 7 2)]. 

[0033] 7HMbft*tt. mm#mm®x\i*ftmiii 

(CkOajfiSns. TJgttfittiLTfct, -fc^n-xft 
*. -fe^rxy^X. t77n-x, f'Jxyi/X ffi 
IK. AJl'tf+S'^^HzJWn-;*. -f*>£&8f]it. x 

-zf, ^-f n>. #7Xtf-X. 18. #U7S>-^? 

1/ > - v M> >«*«^#«!W|S 6*1*. 
**Mbtt. LT4>3?7'/£. 

h**m»*> . Ug 1 E£lcJ:«&tt|g6ttec!)fl& 
*>»#tS ; #7Xt?-X3?©#?l&#5X£il#£l, 

[o o 3 4] &< lt. *nntt#:ejiifr>ntf. mm 



(6) ttH¥7-59588 

JO 

[0 0 3 53 **«*&Htt#efflftl^8*tttflC 
[0 0 3 6] *38BJ§ffi#©t hSIUttcCMrsiiBMt 

SK»fc«tn«, *»wa#ttSK-RB-3«jBrt>A 
-4 3 i«Alcj^r««Bil»*ft!ffift#r« 

LTWSilT*?). *%Wtrin«k hRtf-€-©fli©W?L 

[0 0 3 7] JdBE/irP-^Wt 
ftft-€-fiD««iaKri:l/T^rr*Ct*aW:tUT. ffll 

fitti/Tia, wrens wn©ttffi»scj&i;T. a# 
ttwsnsaa©*©. ma«*«so> 

ttittr*ntt*<. 01*1213!. 8Ht0H*c!>B»-e»'3 

ri?*. ±Bv>fn«!)»«i*>iw*K:«v»ninf*s. £ 

Mz.mz.m\M&<Dmi-e\mmto, mm. at. a 
#an*. 

[0 0 3 8] *£9lfefta©&4*ttMH!l©&9-£ 

©4*^ o. ooooi~8o &m%ng$£-gnz * 
©tr*©*t<t<. z.<Dmi\i-Bf$.A-A%y®o. 
o i ;tg~i omgga©i6HTjifflan5©^if*i/ 

[0 0 3 9] 

[jsw©^*] *»wicj:na. JMiiffFus^-fc 

[0040] 

[XttM] «t. *anftxettis<Ktfrsfc&3iaii 

[004 1] 
50 [^SSCTl] 
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7^U*>"^'f/'Mft--3l/i'i'3> (AT 
CO iOA^Lfct hSJS«5&t*SK-BR-3 (SJ 
f£##ATCC HTB3 0) 5%IBWgttFCS 

CV-'J>;tf- • 7>;WAtt» t^Z->'J> (10 
0i£f£/ml) SXXXhl^:/h>M';/> (20flmg/ 
ml) tSMfeRPMI -1 6 4 0«J6 (B*$H& 
88) T, 2 2 5 cm 2 ^7^fyi'filSI«il77X3 

USOX gJi-St-??'!' MtS) 3 7tTF, 

5% CO* &WT\z®mvtz. 

[0042] ±.mmmmm.mz.$.&LTd®. stmyo 

-©««&TifcK -£■©&, ^££$5 Omlfcja*. 
ft. 3 71CT7 2»im > >*a^-hUfc«, i&gifc* 
*«TT«», mBraffH-ftMiv^ft. #e>ft£ifiim:7 
U-®*jfe2 0 0m 1 ££8By-f77D-YM- 1 

: M. tly h^tymi 0 0 0: 7Sa>ttfi) 
*gifbfe^77D---fe;U-^'f^8 2 0 0 (75 

§t±fit£2 0{&£8 OfcfcfcWBl/fc. 0. 

[0 043]® R#5K4/W^U P-voMfii-jfc 

±f2<DTiffl8LfcSK-BR-3JHJ©©2 0 fgiSlfiglgg 
1100^ 1£, HS©7n-f >H^7>?3./t>Ht 
&©Ba 1 b/c&T^X (6®ft, B*? 1 -*— 

fc. Hffi<DRS«2l3. 3jaW*€T{C|fimfcb 

TftttSteU ftlttt4M>7 B&£XICSK-BR-3 

SMS© 8 0&&$£Jg$&2 oo/i l enflttaMnStei, 

[0 0 4 4] ftttftftOSBftlC. ^LfcT^XcfcO 

TT-f JW^-f >6©3&SS [Ml lstein, C. e 
t a 1. , Nature, 2 5 6 , 495-497 (1 

975)] &&$kvttjjmz£-DTmfm&*&j : <Dm 
vmrnvrc. W6. *-r±eafifflia£3 7 < cKiinjaLfc 

R P M I - 1 6 4 0 3 H8tt&&<D& 
ftttSV'J^tlllfiP 3/x 6 3-Ag8Ul 
[Y e 1 t on, D. E. , e t a 1 . , Cu r r. 
Top. Microbiol. I mmu n o 1 . , 8_ 
1. 1-7 (1 9 7 8) ] fcifc#L&„ i*K i©V^X 
1 0 XJKTOttfc^jMI (CBS : A 

■f ^a->.5#5hy-xtt» sinA^RPMi- 
1 6 4 OWMnri 0 Ommffi^tgHJIIl (n-->ya 
51) ±T3 7tJT» 5 96C02 TCWILTflUfc. ± 
tBMK&tWHBMAb*mxaUti 0 : ifcfc*J:5 

* 2 0 0 X g*V 5#|ltt&tfc. ±**/tX3>-;H£'<y 



(7) #69^7-5 9 5 8 8 

12 

[00 4 5] &lCJt?'Jxg 1 W>ifiJ:3-;M0 0 0 (* 
A'^ttB. £*T TPEGJ £BMM**) 2ml Sill*. 
T. U>o<Dfcl~2 4Hn»»SHtf, lftRttBAU & 
V»T?3 7*CIC«jaUfc^)S&jejfilfl} (FCS) 
RPMI -1 640%ilml < K> 1 1 ftflfl&fr 

ttTln*., l&mttSU KfcH«2mlftflnAT2# 
ISfiU KCH*4mIftliojtT4»|IMMIL&. * 
3 7"ClCfi6fflL^l 5%FCS, 2 0 0mg/ra 
10 1«|XM/^W"», lOOU/lti/iJ^ 
5 4mg/l y>^V-f -»&tflml tf;W*-h££ 
^rf-SRPMI-l 640 (BlTutl^iRPMI - 
1 64 0*«iV»5) 8mlft2~3#|BW»ttT;(D*.fc 

ft, 2 o o x s -z5ftwmmmvtz. trnzwrn* 

U 3 7'CI:«IL.&^RPM I - 1 6 4 0J&A&& 
MMU x 1 0 4 m/m 1 t*S<t5lC!BfflS* 
fc. *lc, ^©KS^^ 9 6 -j7iJ^U- f> (3-Z$> 
-tt») ©#^x;HC0. lmlf3»ttU 3 7-C, 
5%COa . 1 OO^iSCO+i^-fttSS 
20 Lfc. 2 4Ptfflft, 5mMtm>f>. 2 0 u 17 
5/^'5 L U>2&^8 OOd 1 ?Sy> (7 a- • 
hu-xaso S^tT 1 O&FCSSsiU^RPM I - 
1 6 4 0igiffi (^TlinSr rHAT^ftj © 
0. lmlT"3fc««?x;HcaaiIl,fc. £*ft, -hfit£2 
BBfttf3BBfc-Wf*iO. iml-T3*9IU frU 
V>HATJHt0. 1 m 1 f o£ta;tT&£i&Lfc. •£-© 

ft, ±e«safc*2~3B*ssfcffaofc. 2awetc 

RI#£±*||«ft9IU 5mMk#*-y->?>K.tf 8 0 0 
H 1 5=-5^>S^t?^RPMI -1 6 4 0SP* OKT 
50 CHS THTlS«Jj fcftAfc. Kft, ^iRP 

M I - 1 6 4 0««!Ti»WilU$Ufe. 

[004 6] ±f2S^K«t*«gjiasi^ft. 1 o ~ 1 4 b 

9 6 •> x;P^W- h ©JSBfa© 1 / 4 * &lb1tm& K> , 

^otfw t l Tffl ^ s k - b r - 3 mmamftmzvi 
mtbx, mmftmm (elisa^) \zx, %m±m 

(Method in Enz ymo logy, 7 3 , 
3 (19 8 1) ) HiD. F--7©^n--> 

- b r - 3 m^<Dm^m\my<D^ 5 >r lt^s l^. 

5%FCS^ttRPMI -1 64 OfiTSK- 
BR-3«HBa£giift. »o&SK-BR-3HJBftU 
>ig»t (PH7. 3) [10mMU>i{Wl5m 
M NaC 1] Tft#U 4 < CT?4 0 0XgT?S'i>»RI 

u «»fcaeiia&ffi5iiigaf»t <pH7. 4) [2 0mM 

1, 4-bf^7^>^X^>J8K-NaOH, ImM 
MgChK^5mM KC 1 ] tp-C^-fl: (2 0* 
hu-9) V1tc ifflHa©**^-httSfil4 < CT?l 5 
50 0 0XgT5»HI6<itU MMWhtWU 
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[O 0 4 7] ±8B-C3afiUfcSK-BR-3iiBS©i£§J mM He p e s ZStsmmfflS® [1 0mMtfP'J> 

&ftM (1 x 1 0« » £5 0m 1 hUX$#fi£ (PH K^MJ^A Cftlftiffili&jSD , 1 00mM7s/-fb±h 

7. 5) [2 0mMNUXll^5 0 0mM NaC U^A (HJftfb^aS) . 4mM EDTA, 2mM 

1, £TF TTBSJ £^5] ICiS&L, 9 6 •jx^V-l' PMSF {yx.=.)V^)V7,)V^)VV)V-ty^Y. > 
Za^U-hO&VxMzmZ. 4 < C-p8^fHf>+n . 1 96 h 'J h >X- 1 0 0 Rtf4 0 

tfcJcOu-h (SB) U&. 2fcV>T?±B 0|tM*jPhA^S?>B8^hU«>A] (pH7. 4) T 

a^x^fcO. 0 5%!y-f->2 0*^TBST?3|il 4rtC? lttffllfflfMb^fc. 1 2 0 0 0 X g 

2 OtTHSW, TBS*iC3 0 Otf l/<7x)V©0. 10 © 2 0 0 u 1 £ c - e r b B- 2)t&?&'ifcftltAft£ 

1% (W/v) BSA Cn->©77*->3>V :£l K*-r**y^D-^-JMt#®=*^^iJ-n>if«ft 

M^ttS) T-f >+a^-M/t. ttV»T, 0. 05% aBWKil/fc. 

yj->2 0*"&OTBST3|hI«s»U /W^'J H- [0 0 5 1]® ftlflSCP* &«fK^cn 

V±«5 0 jti 1/ml ■f'3ft#tfx;HCin*.&. 2 Ot ±«3)T?»&fc!«ttC 2 OO/il t-*Xi"J-=>^ 

TlttHftBft. CrxJP&ftilH,. 3 0 0 OflFCffiRl, T#£nfcR§&? n-> 1 0 w 1 kZM&L. 4tt?3 

a*&-fr*ttT^^feftyD^iJ>»fl: C/VfjJ-- ?y 7 (7r;WV->7ttS) 2 0 # 1 £Jn&, 4 

Htt» *#">x^KJn*3t. ^U-h*2 OtJTll* C SIMM >*3.^-hUt. JSeffiKftl 2 0 0 0 

a? (pH7. 4) [5 0raM He pes, 1 OmMtfD 

[0 0 4 8] 5mgCOp-~ hP7xn;V'J> U>K^-h'J^A. 1 0 0mM7yfttMIW. 4m 

& (A-f ^- • <yy FttSJ) £■&&»*-£©&© 5 0 m M EDTA. 2mM PMSF, 0. 0 5XMJh> 

l/tfx^SiD*., ?gfiHJf&£0. 5M NaOH©5 X - 1 0 0&tf4 0 0 ^m^;p hn^-^^K^- h U «7 

o/i l/^x^tanASJiticjcoffiattfc. Bbts a] fcT3 0*#b&. Sfraiiaifc. tuMrescu 

S-TA/U-^-NJ 2 0 00 <-f>*-*yFtfc» 1 ©93X-^CD»WRK:«»S*, 1 1 0tT5#|« 

TifflfcLfc. -f >*3.^- Mxfc. ^LT±ffi!Kj§8c£kA'J©7ji£ 

[0 0 4 9] ft< LT, 7 7 4 9i*j:D. Sffrft&tt [L a emm 1 i , U. K. , N a t u r e, 2 2 7, 

S*T5ty?n-t;H[Mi4t5A-f^iJ H-V 6 8 0-6 8 5 (1 9 7 0) ] fc«r>T. 7. 5 5M*>J 

1 7«sifc ( iin^tt-en^n tgfd-oa-p i t^u^t's F4 > ;I'*a»&sds-pagek:£d# 

8 5 - 1 J ~ TGFD-OA-p 1 8 5- 1 7j 30 *rb£. Nt. ±ESDS-PAGECttfflLfcSDStt 

<s> %,&tt&<Dtttb<Dmm<Dwm > ^12 00000 . xmrnp -a? 9 h^?- 

±G<2rcft&&Btt?n->lct>*. £§WJ >&fcS -tf (4H^*1 1 6 2 5 0) . *X*'J?-K (&T*9 

nfcc -e r bB-2ftfi?£tt&ftftttB3tt.5£tt 7 4 0 0) > BSA (#T*6 6 2 0 0) XD?P70 

S««-rs*5*», *JtafTS=5#CX^U— ->^0 5> (#7*4 2 6 9 9)7, ^T/H*' 5y FtfcS 

[0 0 5 0] BPS, *"f SK-BR-3jffl|&©ailJ!&$g# © ftUatfU/fc/W^y H-T©irn-=>yttt# 

»t«s«?s s 2 ptiii/&. mni«. #x#e© owtmmm 

3rtt [Kasuga, G. , e t al. , Metho ftfttWl/fcA-f H-V©*D-=>$ftt, 96"7 
d sEnz ymo 1. , 1 0 9, 609-621 (1 9 40 x/k/^-McMBSO. Sfl/^x/MZftS^SCff 

8 5) ] ItftoT, S-fSK-BR-3iH8Jia©lxl 0 iiU&IHIHWittCJioTffftofc. *&> ^u--> 

')>^-g« (pH7. 4) [119mM NaC 2 X 1 0 6 fi/Ui^tft^i^lCMft. 

1. 5mM KC1. 1. 3mM CaCh, 1. 2 [ 0 0 5 2 ] ±f3Sftfts®|IX. 3«f&JRLfc^f?}Bt*H 

mM MgSCu, 25mM NaHCOj , 5 OmM (CttgU 3 5 0 m 1 0«^^»THJC«SU&. 

He pes (N-2-t KD^->x5 1 Jl'tr^7y>- 1 7©A<^U H-T©**>6±Bbfc±9fcLT#6 

N' -2-l^>x;P*m S/^*-5*JUaJ0 R nfc/W^'J H-YttGFD-OA-p 1 8 5- 1 1* 

tfO. 1% (w/v) BSA] Ttt^Lfc. ^IC, ±13 *Ufct>OT*o«:. 

£&&ffflg&£ s 2 P i (18. 5MBq/ml, — jl— [0 0 5 3] KA-f^U K-V©«©ti^:©flr)ffJa;o 
-f>^7>H • SirWTttfi) £fflt>T> 3 7 < CT2^p 50 ft. BPS, 5 0% (w/v) fiSSKDflSKT^xtfA© 
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gsSDKiDitES-a-, 1 4 OmM'J>K«g«JS (pH 
8. 0) 7 7 -f^f 1 

4 0mM'J>BI±hU^Aig8fiat (pH8. 0) 

lOOmM^X^tMJW (pH3. 0) TK&ffi 

fflS^oT^tas-&, jsai}K*»^T*ttpHtwss 

U -2 0 < CT&'gUfc. 

[0 0 5 4] ±ET?»6nfc*»Wtt#K^-f H 

-YGFD-OA-pl8 5-l(i X^S#fK«4«J 
X^a^W^fC rGFD-OA-p 1 8 5- lj fc* 

1 2206^ (FERM P-12 2G6) J 

±IB/W^'J H-YGFD-OA-p 1 8 5-1 
RPMI- 1 6 40e«tCT. 5 5KCOj&#TT, 3 
7t:»rT9 6I^M«SIU «ai«t*3 0 00 rpm, 1 

[0 0 5 6]® »§Sfii^CD@it 
±IE®T?#6.nfeA-f F-VGFD-OA-p 1 8 
5-1CD1X 1 0 6 fayj7?> (7;H«Uy 

1 0~1 4B&, Vttb&ttft&iBftU 

[0057] tftftffttttr? h (mo 

PS kit;, AW ^" • 77 HttS) *J8V>T*»L 
T. MSttftGFD - OA- p 1 8 5 - 1 4Sfc„ 
[0 0 5 83 JKT. ±BT»Sn&*«WJ<Mfr©l»tt* 

[0 0 5 9] 

•7 "5 X * / 9 n -1rMmW9 5XH)lffltyh (A* 

a— ^-ARflMOU-^ir^Xtt, IgG> < 
[0 0 6 0] @ 

1 ®®T»ft**±»«M>aMiU ±flt£ 1 0 
XFCSSaniRPMI-1 64 0JWlSKT, 3 7*CT, 
5%C0 2 o*frTCl 0 HBH>fc!M3fcT**L 
fc. 

[0 0 6 1]® ttttOftfli 

81U:c-e r b B - 23t£ : f8<gjWiige©5 0 u 
g/!>x^*^»3-h (4-C, 2 4I$W) Lfc9 6«7 

o. o iw)>mnamm (ph7. 2) t, 4*ct»c 
ttfc. ±fimHrv3iEift*Mfc ai-**s/^— ew 



(9) 4#M¥7-5 9 5 8 8 

iff 

W t»T, c-erbB-2 X&PSttHaBa \Z 

&$Litmmm%.vit. «n±«o8x 1 o< 

[0 0 6 2] 

C#*#ii3 SK-BR-3ajsa«oy—y ! >^py h 
Mr 

c-erbB-2afiTtt. EGFRl£fiffl« 
««75/MBJ!Tr«5 0X£ftt>C&#&. EGFRS 

awnc»sT*t h&iMMr?&«A-4 3 i«ntt«# 

10 B9ICL-T, SK-BR-3WW«c-e r bB-2jl<2 

IEfcl©c-e r bB-2mR 

nah&oimwis Raai«HMitF*-f>*«ve 

[0063] z<Dumz^x\t, tb-t&&mm&A 

-431 (ATCC CRL 1 5 5 5, Fabrica 
nt, R. N. , et a 1 . , Proc. Natl. 
Acad. Sc I. , U. S. A. , 7_4. 5 6 5-5 
6 9 (1 9 7 7) &mWc. 
20 [0 0 6 4] SK-BR-31JgiA-4 3 ljffiJ8£. 

nmm 1 «xDo^ttt:«oT««i/fc. *u tt-^r 

NAO»fflC*lt*y^ia»ftt/— SF>ny F#*r 
tt, XX*S>©#fe [Suzuki, M. , e t a 
1. , Jpn. J. CI In. Oncol. , 1 7 , 1 
57-163 (1 98 7)] ICftoT&ffiLfc. 
[0 0 6 5] *CB*HHt : 1 ~E?lJ#^ : 5 CvUfc 
5 ^O^^t 'J ^ i7 h'^D-^S. S1DNA 
^JfcgB 0"?9<f H • AW^i/XxAXILg) SfliU 

[0 0 6 6] B*l*9: ltSf^U^^U^H^ 

1, ^n-^2&r/^'D-^3tt, c-erbB-21 
fi*B««DBI0U**-f> (2-2 1, 34-5 2t2 
5 4-2 7 3) ©EWta-H-fSmRNAtWi-r 

5. 7u-?4\& m&ommm\**-i> (6 5 4-6 

40 7 5) Oi»!S3 - HtimRNASBW*. *fc7* 
n-^5tt, ae©fflJftSH^'f > (1 055-107 
4) OEneri— H-r«mRNA&RaK-«. 
[0 0 6 7] t M-7i^>mRNA0D3«Ste. 
?<z><Djjfe [Honda, S, , et a 1. , J p 
n. J. Cancer Res., 7 9 , 6 6 7-6 8 
1 (1 9 8 8)] KftoTfrfcofc. SH^SV- 
*-tbT^IHSI*S©U#y-ARNA (2 8Stl 

8S, yrftvi'TWK) Sfljufc. 

[0 0 6 8] SK-BR-3Bftfc6Wr, Bftfl-K* 

50 <>C-|itSc-erbB-2mRNA(iDiai:/W 
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gSft 3 2 PTg^Lfc. 

[0072]© u—y^^mrnxs^m^ 



17 

^-f XT5fc«>fc 3 o©:/o-:/ft&ffl bfc&S. 
5. 0kbpt2. 0 kbpW^HHMXftfc^t)© 



©3SS<fc!)38fro&. BffilK^Olc-HBrt-Sc-e ftflffl 1 ©(Dt|f«(D^ffiT^«iS©^«>OSK-B 

r bB-2mRNA©get/W^ijy^XT-5^n- R-3jfflfiSt, A- 4 3 ljffll&tft. igflfiTBSSELfc 

t«-0 5. OkbpW^HPSlKXT/OK 4^J*n-^Mft*ftfMfcl/fc. BPS. 3 0|!£©B 

a*&aj3ttfc. A- 4 3 lflBJSICfcHTli. MIB*#T a 1 b/c JSY^Xft 5 ^©iW-T'lcSW, £HTO^) 
fl^i^mRNAO&fcfc:/ Sftji3[§J. Bft&rti8:#Lfc&U£. BPS. 9)V-7\ 

a-fZ&fflLltmt. 0-7>7?>mRXA\Z-%.T l:BFCS©*©20 0//l (n = 3) ft. 9)\>--?2 
5A'>H*^ttJ$nS:. tPAT. HaW-H^OICHft 10 Ktt2 0f&»;:i8tl&LfcRPMI-1 64 0fcfl&©2 0 0 

t5c -e r bB-2mRNA©getCA-f r/U^-fX tfl (n = 5) ft. ^A^73fcttitft7U—RPMI 

-r5^P-^©^«» ^D-^li^n-^2t» - 1 6 4 OJftjtifC^gn&l 0 6 fiCSK-BR-3 

ilS*j8«#6nfc. ^n-^5©jr-7lCtt>T JfflJS (n = 6) ft. jfjt-^CttSK-BR-SMB 

tt. IISM-f>l:-gt5c-erbB-2mRN fc<fcoTiB§8£n&2 0 filiBfigtgfft© 2 0 0 u 1 (n = 

A©ga»C/W^'J^X-rSfe©tt, 5. Okbp© 11) ft. S/t^;i/-y5fctiA-4 3 llfflfl&IC.ktJH 

fl^iMXftfc^— 3©A>H©**^WSnfc. ±12 83ttfc2 OftMStt*®2 0 0M 1 (n = 5) ft. 

gMHJ;?), SK-BR-3ifai)fifi, E&jWcc-e rb n-en«:-£L£. Jg4|5is©&#«#©±5fc:LTfT£ 

B-2mRNAg6ft8ilT*&©T&5 -oft. BPS. ^-71 KttF C S©#©2 0 0 <z 1 

[0 0 6 9] ft, ^Ar-?2£li8 0ttl3Mll/&RPMI-164 

[^ss^i 3 ] &mnt*m*ft%.&tmffik 20 0 *«<d 2 0 0 m 1 ft. 9f\r--iz \z\%m&7 0 -©r 

*»W ; eyi'n-^;mi[#:©4MlftW6*fcT*fc»lc pmi-i 6 4 o«*«t»t**n* i o 4 |@©sk-b 

c -e r bB-2ge-^EGFgaft^-r5#'J^n R-3*fflfl&ft. if)V-^A \Z\tS K-B R- 

-^ttff^/^D-^Att#ftfflV»&^flJBOI oTIB©$nfc8 0fg«figigJft©2 0 0 it 1 ft, ^fc^/ 

ft. e*T©at)fTfcofc. ^5fcttA-4 3 iiijficj:Dii»3n&8 o^a 

[0 0 7 0] JafttLTfct. c-e rbB-23te?g tgiS&© 2 0 0 /u 1 ft, ^-tt-^niS^bfc. 3 B©&, 

4ffOC3tcfl«» (C*)S8l 473 /KG*!: 1 242- v^^SfffcJkfllft c -e r bB- 2«firPa«4:E 

1 2 5 5) ftBMrS^^U^D-^-^nff&LT GFRfc^T-5*i#©#ffi©«|^ftff!*5fc«)©f6iffia: 

p A b 1 (T 4 8 8 1 ) ( h U h > • /Vf x>X P»K*fc« Lfc. fcttftftfttt, BUM 1 

ttSD ft. c-erbB-2lfifiiie©+t-^ ©©ajMSfcBoT, ^itttgSSLfcS K-BR- 3«B 
P*<> 8 6 6-8 8 0) ftHRTft 59 J&£A-4 3 l«B»6®IUBffltXitll>EUfe«ii 

SMi-*#U*n-:httttfrfcLTAb-l Cfr>a$>- ft4t?T?3l$W©IW6 1 0ft 1 ©tfU^n-^M&vfci 

>-*-fX>Xtt» ft, Sftc-erbB-2ief t/im— ^A4(t#XttNMS <IEav£Xjfil}jt : n o 

£#>ga©iffll&ftK;*-1'>ft&!«'r-5-7 , >X ; &/i7n- rma 1 mouse s e r urn) t&\Z-i>*^ 

~)~)ViiiW-t. LT S V 2 — 6 It (-3^830 ft, ■€• ~hl/&«K*Bfl!)^*UTftffi!»*ff3a:-3fc. 

n-?n«ffl bfc. retttm i g g i ©u-^^ ^xftw [0073] ftftttPtsj&oftiJKftg i s&tfas 2 h£ 

T5ti©Tibt). YXae»*S [Masuko, 

T. , e t a 1 . , Jpn. J. Cancer Re [0074] ^lEJt, ASS K-B R- 3ffljfi©#j|? 

s. , 8_0. 1 0- 1 4 (1 9 8 9) ] iCkOfttritett £&*>&©. BttA- 4 3 llM0£ftBMb*e®> * 

&fc©t?&*. EGFR©«8ia^Hpt'f>©fitJS n-en©^«aisiftat)U w->att#y*n-*;i> 

[Green, M. R. , e t al. , J. I 40 ta#Ab-lft, W->bfc£tfU ^n-^fii&p Ab 

nvest. Dermatol. , 8_5, 239-24 1ft. V—>c\t^^fn— f)V^iWSV 2 - 6 1 r 

5 (1 9 8 5) ] ft^-rSftEGFRt/^D-^ ft. U~-> dteXftW*; *D-t*tt#GFD-OA 

ffi#£LT. RPN5 13 (77S/fAtta) ft&fflb -pi 8 5- lft. V-^eliEGFRfcft-TS^y 9 

It. Z.<Dffimtfk&MtLTA-4 3 lBJBfthU^ n-^UStftcR P N 5 1 3 ft. £/tk->fttNMS 

>ffl»u&<b©*c#d6anT*o, igG 2 . ©&t&ft ft, -en-en^-r. s&. H®Aic£i?*ji>&D=ftBi 

^r-rst>©T?&«. ±eft£iL#c«v>rn<bnA9fitt^ «. sK-BR-3«ena^r«(gj*^© s 2 p-es^Lit 

tJeoTffifllLfc. c - e r b B - 2ft^g*0&»ittRftjKU 0©B 

[0 0 7 1] ^S«tP$©&»©^fifftIS©^t^ft IC«(t«MA0^». A-4 3 1 MJfi^«f 5 © 

*©S9&6SUfc. BPS, HJS091©(3)t[gei©^aT » 2 PTmi/ftEGPRB«(7XlirCDftAtttift^ 
SK-BR-3iBIJiatA-4 3 llBI)ia©iiaiJa4r«<l&*© 50 f. *Hfc*l**i*H»«T-*-0*«ft?*b 
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F*«#**l 8 5 0 0 OO^fi-y-fXTfeO, 3 2 P 



[0 0 7 6] HPS. SK-BR-38B)i&©s 2 PgS&© TgS*3nfc c - e r b B - 2«firF£ LTflg&Stl 

S^J^O-^ffifttc-e r bB-2S£7£i|&© *D-:HI^4rcfc#ttiliSn&. (EI©A©U->a 

jajfi^H^-ossia-rs^/^D-^^si;*^ w. sK-BR-3ifflj!&fc < £oTiiS;*mfc»tei§ 

S©€/?n-tWGFD-OA-p 1 8 5-lti <fc 9 3*1*: llE©vOX«k 

tfclC^Sl 8 5 0 0 O&feoc-e r bB-2jI£ (9#6nfcgijfofll«, c — e rbB — 2 j&fErF-gN&i: 1/ 

^«%T'j>KftUfcsas^&a«tiSbfc (0oAoi/ xmfe\stcvymim&*®mmz9Lmm.htz. oa© 

->a~l^->d#ffiD . L*>U EGFROWSa^H 10 A01/->l~U->k#i) . U>KfllSnt 

^'f/'S^tSftEGFRSftB, NMSti<|^i; A - 4 3 1 *®© 3 2 PffttOlHrCtt. A-4 3 1M 

>e~U->f #JR0 . A-4 3 lfflia© 8 2 P JV--/5) frt>&t,tltc$iikmfrt><D'b(DliZ, #^fsi 

^li©ig*T?«> c-erbB- 23H&7*&fc-grr 7 0 0 0 0 h'S^S&SJiC^Sr^S^-B-^ (0 

* »J >HflS/t> Htt. c-e r bB-2ite^S^fc^ ©B©l^-> 1 ~l«->n#I0 . £©A*>FteEGF 

T5ia^-C«1ftffl$na:^o& (0©B©W->a~U Rfc^iTrsftEGFR^/^D-^ffifttKjSLifc 

->d#H) „ LA>U 1 7 0 0 0 0 ©#TS£f3fC"J U >K'ftEGFR£|^Ufi@fCiJJ?)5nfc (0©B©k 

^K^L-fcEGFRti, StEGFRSt«c{C«tOftSJt« ->b#$0 . &Tz. Z.<Dif)V-^ii D#S*l£jfilfif 

Ufc (H©B©P->e#fig) . tt, $H*S2 0 0 0 0 £#-2A> Ffcfcfc&ttJBS-a: 
[0 0 7 7] $12 0*. AttSK-BR-3«BBS©## a? fc. i!©A*> F©ft®te$;Sba>oTV>&V>. S 

««J?5>S©, BfctA-4 3 l*§fla©##g03;frS©. * K-BR-3jfflfla£SK-BR-3ICj;»3P!6$nfeSI 

ffi#SV2-6 1 k-^b^y^o-^la* 0 0 0 ©^•y-J'X«^A*>H^ffl»Cct 0 c - e r b 

RPN513S, l/->cliNMSS, U->d\t¥C B - 2a^**EGF Ritfc^t-gB^rtSflljiSft 

Sfc«fcoTfc&3ft&ffijfilt»S\ l/->eB«»Sn& ^JI tiWg&Snfc (0©B©l»->f <hk->i# 

RPMI-1 64 0Jg»KioTfc&3ft£ttjfofit£, SB) . 

i^->f ~i/->htt-E-n^nsK-BR-3ifflj}aic± [o o 8 13 <3>mM®B®tm&®n><Dw&&®t&m 

nsK-BR-3iHBjiatc«k^TiBiiisnfc2of&?8«&« <3)-iS8flSj§^© 3 2 pmr 

IISS^«fcl3^$nfcttJfil^*» V— >l~l/->ntt .30 «ffl)S©^©WBfrSK-BR- 3iifflJgi:A-4 3 1^ 

-?-n-?nA-4 3 l»t«toTI8SSnfc2 OflSSffl B&£1 X 1 0 6 M/3 5mmJffl©^glC»^, U>S7 

^H^tC<fc D tllttttoffi S^fc-f. U-©RPMI-1640 JgJffi-? 3 @fflffi£flfc&«, 3 

[0 0 7 8] 0©AICj3lt^||feOH^E|IfiSK 7^12, 2 42fctf 4 8&fRB©|10, 5XFCS£"§tr 

-BR- 3$ia#M!j>&>5© s 2 PtgiUcc-er lm 1 ©U 33feX'f-^JVfflSffi (pH 

bB-2jt£Tgfe©*gi£«£7rcU H©BK:*»t-5 7. 4) (H^fi^ttS) 4«K*^T» 2 Pi (18. 

IWiD£BJ»A-4 3 im&5ffi®frt><D 3 2 PT?g3l 5MBq/ml) T'f >+a^-Hfc. IffljfifcU'C-C 

ufcEGFRjtefs«i©*«Efl:®&^-r. *fcimt -^m©m, njsMi©@T^{£snfc^^®ffi©i 

^H4lv-*-©4H^SS^t)-r. m 1 T RT^kLfc. *gg«t (1ml) feS&ftfefc. jgfl! 

[0079] gt0±o^©^£)&tw^„ te^^t^aisat*©^^* 1 2 0 0 0 X g-V 1 0 

[0 0 8 0] BPS. SK — BR — 3 MAS© 3 2 P&SB© 49 #M^fr#!iUTl$£L;fc. * UT«fiHtffHKKCl%« 

NMS, FCSC^g^LfcT^xa^lie. VEO2 0 0Ml£ftffitHM>Jb»ICftAllffi2:l/^. 

n&«jnni. rpmi-16 4 otsM-vfk&znftft&L 10 o 8 2] ®- 2«n8flm&*wft>t>saicttr« 

&t;A-4 3 i«i)iatr<j;oTPJSi$nfe««8iSii?0t [• 5 s] 

\z&Q%m$tiitmjkm\& mzmmwtbztifcfr? MjB®iwi0ttBfcSK-BR-3iiB&A-4 3iii 

fc (BOAOV-Vc. d. e&01~n*JH) . * II&S3 x 1 0 4 <B/6 0mmm©S&gKJi£, HUMS' 

ft. EGFRfc#T«*/*D-*;WfWfelWWC»tt X^*>£FCSfc£*fcVoW=>7U-©RPM 

(0©A©t/->b#j8) . SK-BR 1-164 0 *JtT 3 H8#&. HWHKT^l/'f 

-3M& (^-^3) SIMH/fceiBO'rfrafrS* a^-3/a>f«CitCJ:DIHJfc. *LT-£n6£3 

Sft£ftjfiifS«, * 2 P"eWll/&SK-BR-3Mft 7 < CT?2 ORtf 4 8I$W (SK-BR- 3IB) ©M. 
©«ffl)fi^^S©#<©iJ>||ftSeSftftitaB3-a- 50 Xttl 8I^W (A-4 3 lfflUa) ©M, l. 5ml©l 
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XYCSWmis^T-J >7U-RPM1 - 1 6 4 0JSJ1& 
flC [ 3 6 S] ->Xf'f> (3. 7MBq/ml : ~=l 

Ufc. ttttttflmUfcMBti. 4iCT-l$W©ffl, ±12 

3 -®tmm<D®mtmmv> 1 . 5m 1 -pBi^flsufc. 

*WK (1. 5ml) «b*fc«»fc. Htt»MK2:*tl 

** ©*i§fc«fr£ 12000XgT?l 0£ > mjt64Mlls 
TRfcSibfc. *LT«B&i8#i8c&tf8«il3c©7 0 0 u 1 

[ 0 0 8 3 ] ®- 3 <D&mt£&Rfo 10 

±IE<3>- 1 <3> - 2 TfffrS LfcttttttSa LfeSK — 
BR-31lfi!tA-43 1 »&*>S©ffll&i88?i££ig£ 

[0 0 8 4] 3 3 P-eS^bfcSK-BR- 

3 8B!&i:A-4 3 1 «©iaE)fiSS^S«fflbfci!e*, 
3 2 PTSi&Lfcc-e rbB-2fgfSft (|g 1 
0) t^lC. GFD-OA-p 1 8 5- 1 1* 2 PT? 
m^VfzE GFR*JiEGFRffi# t±<mt<> MM 

fciSSTTSSic - e r b B - 2®£^g4&iii#t;:«koT 
Ufc„ 3 2 PTMl/fcSK 

-BR-3ifflSatA-4 3 l«(rJ;oTIISSnfc« 
SlifcB. 4-p©tac-e r bB-2ae^0(fegi^:tl 
0©JnEG F Rfii#:t?^afl:^-r5^S»A*> Fteg* 

[0 0 8 5] [ 3 5 S] ->7f-f >g^u&ffl)ias? 
#&£&««£©#«©«#£©&&££©&&£, IB 
3 0JCS-T. 

[0 0 8 6] H304», AttSK-BR-3«ifla©ifflJ^ 50 
##0W>5©> £&BteSK-BR-3ilffl|&©ig«il£4> 
6©. «n«no^tEtmft»t>U. l—>attNMS 
£, U->b\ttfV9n-i-)Vm#.Ab- 1£, W-> 
c«jj?u^a-^-;i/ft^pAb is. k-^dfi*/^ 
P-t;^SV2-6 1r*. k->eKt2Mfc9pey 
?D-t;V6i#GFD-OA- p 1 8 5 - 1 
n^f. Sfc. 0©Afci5tt£IU&DHft8nj> s Hi- 
fi R-3«iii&##!iw>s© [» 6 s] ^xx-ot&si 

L£ c - e r b B - 2 &m-M®0&mm*7Kh. 0 
©Bfr*lj-sefe#=^BIfJ, SK-BR-3«0HS©l|ffl 40 

[0 0 8 7] ^ia«ko> [ s 6 s] ->xx-r>^$n 

T^SSK-BR-3jffliaiC^^T. 4:3©&ft5Sic 
- e r b B - 2 3t^^rffi#;Wffl)i&^^tp©$H 1 3 
1 8 5 0 0 0©A*>F&l^tL& (H©A©k— >b~ 
l^->e#M) . LfrLfctf^ ^<Oj&>©2M*&e3fc 
n>H*tNMS{C«fcoTttm^nfc (B©A©l«->a 
#R8) . NMSfi [» s S] *>*x-f >-egS8l,fcc- 
e r bB-2»£^£igre»a£££SLT^5/N*>l< 59 
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£^5£L&*>-o)fc. [ 3 5 S] i'Xf'f^aSK-B 
R-3ifflJISfc t koTIISbfciSII^KKbfct^. * 

■ tr h**-r x #;i/#*->;p*JM#£i8arr-5 c - 

e r b B - 2 fie^jgfUCjtfr 5 2 ^5©^U £ U-±)V 
mmt. NMS (0©B©U->a) •hJtiRbfci^, 

©B©^->b«hl^->c#fig) . LA^u^easjs^ 
£i?Srr£Sic-e r bB-2Jtfii 1 K<fe ; Ey^a-^ 
^JlftS V 2 - 6 1 r t^^fD^J V U—f)VmfrG 
FD-OA-p 1 8 5-ltt, 43<fc*-l 10000©# 

^S£to#liw&A>F£&#tt8g3-a-fc (e©b© 
2 ae^si»Hasas^s k - b r - 3 wsicfc^ t 

[0 0 8 8] ®-4^aiii*tSK-BR-3ifflJ3atA 

-43 iaB)iafc«toT^sbfc«*aKff© [ 3 s s] -> 
a-4 3 iaH8aic«koT«£i/fcEGFRHaset^ 

©^&lt«-r^fcdlc, [ 3 5 S] ->Xx-f>T£§K 
U&SK-BR-3 tA-4 3 lffllfi&5%#'J72"J 
^75 Hy;PSffl^&SDS-PAGE,tD^«fLfc. 

[0 0 8 9] ^©l§«£, ^40I^T. 

[0 0 9 0] 18413*, AttSK-BR-3»|fi^ * 

fcBKA-4 3 imM\z&^Tm&vrz%mm*<D c 
yv)m£tm<om%*m-. spi>> w->a©h«nm 

S£*BJS##«!)©KJ&£> ^->A©B«*^W©c- 
e r bB-2fig^i£^/i7D-^tt^GFD-0 

a - p 1 8 5 - 1 k.mmftm®<»&.fo*. v->a<?> c 
ttNMs t«f«ae©K^i&, i^->A©dtt*^*y 

^D-^HftftGFD-OA-p 18 5-1 tigttifc© 
K/££> -en-?n^To *fcl/->B©aHJn:EGFR 

ty^n-^na^tamia^ifews^, i^->b© 

bttfiiEGFR^y^ U—j-)Vfcfct o)mmm<D&.j&& 

-en-^n^-r. MtrEioAfcisttssj&OH^wjc- 

e r b B - 2&m-m®>Z* &tiL&E.ftffltc - e r b 
B-2jte^^HaS6S&*L» 0©Btfc^-5H 
&9£l?ttEGFR£, raefe^^fiEGFRHaa 

[0 0 9 1] ±|2ia«J:fK [ 3 5 S] ->X5r-f ><htt> 
fCSK-BR-3ifflga©^M©gTGFD-OA-p 
18 5-1 "«6HBaW» A> <t Di'U 7- left 
oifc (0©A©P—>d#fiS) . 5%#U7^U;U75 
Ky^SDS-PAGEfc«koT, tg««f©#SW^A* 
>H»^fi©^C#3*ti 1 0 0 0 o^^tttSt^n&. 
#5S9!#$tt» ^©^HFSdU lOOOOOgSSpl 
1 0tf^*bfc. 
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[0 0 9 2] mmiffi*Oc - e r b B - 2 »fi*«D/t 

p 1 1 o©-o©*tfcfc©atg£$ftTigii?£ 

tfcaSSftT^SfcWC**. £fc £©*§*«:, c 
- e r b B - 2 «£7it&©iIJiafl. H^-f >ft|»r* 
B«J©Ji c - e r b B - 2 fcfc^g^/ ? a-:r\lVgi#: 

S V 2 - 6 1 t 
tilt. #^3**4 2 0 0 0£t>tV\*>F;Ot&»iB> 

n (0©A©U->d#j||) , -?-n«NMS{r«toTt) 

±gEA>F©ie§iStt, filSK©'!' 

FtJlfcLfc. A- 4 3 lttMc£StUMtft?& # 

^31 1 5 0 0 0<Z>1MX£&OEGFR|II8g£SJ&t 

t^asnfc da©B©i^->b#K) . 

[0 0 9 3] 

mmm 4] c-erbB-2 »e^jgn*i6s-r 

■B*CjW*GFD-OA-p 1 85-lOM 
SK-BR-3«fflJfi#c<h, A-5 4 9IMttlc. PC-9 

mmwRifL u - 6 sMBttsffliiT. * □ 20 

—*)]/$mG FD-OA-P185-1 ©«&«§«& 
©=£&£&*fL£. 
[0 0 9 4] ±|2A-5 4 9«ffliia« (t hIMUnflc : 
ATCC CCL185, [Giard, D. J. , e 
t a 1. , J. Nat. Cancer Inst., 

5 1 . 1 4 1 7- 1 4 2 3 (1 9 7 3) ] ) iPC-9 
MM* (t M!i|ijB8IIIj&8: : [Kinjo, M. , Ok 
a, K. , et a 1. , Br. J. Cancer, | 
9., 15-23 (1 9 7 9) ] ) B, c-erbB-2 

m&?i>mm vt& k>. mrz l u - 6 5 mem ( t t» 30 

fafflWfc : [Yama d a. T. , e t a 1. , J p 
n. J. Cancer, Res. , 7 6 , 9 6 7-9 9 

6 (1 9 8 5)] ft, HtfifCD^lCft^JltA^e. 

[0 0 9 5] ±BB488©i!BJia|Slc£5 5*FCS£3*rR 
PMI-1 6 4 0^*©2 4^^)VfU-bf\>\zm^ 
fio SK-BR- 3Jffl83tLu-6 5ifflBatt4. 5X1 
0< ®/£x;hZ>®Sfc, £fcA-54 9SHte£PC- 

9a8)Stti x i o 6 «/9xjp©MHc&**-3»ut 

SWfcG FD-OA-p 1 8 5-1051 0 0 u g%M.1&fe 
0 0tfgl&/ml t^S±5fCjn^.. 2 4, 4 
8 Rtf 7 2 nmom'T >*a.*- b LTc. 7n 
>hD-)lthX. i?u—)-)Vmft<D%:9i<DTztb\z 

4. 4 8Rtf7 2<&m<Dm >*a^-r-L&. 

nmmnwimzm&tDmm&.z a-**-* o>9- 

0M« : n-;^-ihS) Iifl83&©££tt 
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[0096] *<Dtemzm5®\z7fit. mm*, mm 

(1) fi^Mro^r/^a-^jEa^GFD-OA-p 

185-1 © ft aosMBaiK icwr •& mnac «m 

(2) tt3>hn-JV©MMk«*Jrr. *&, KMIi 

[0 0 9 7] ttHJ:D. *»«©*/ *n-:*\M4IWfrG 
FD-OA-p 1 8 5- ltt, c-e r bB-2Jie : f 
K**»SW-ftSK-BR-3«l|»iA-6 4 9WJ3S© 
-f >tf hDT»©i|M***lCjlMll/fc. *fc, c-er 

b b - 2 ite?&tt*n v < saw* p c - 9 mmoiR 

nfctfttr?ttft:#>?fc. U*>UkjP&. c-erbB 

- 2 S&?Jt««gll Lu-65 »BB&©lfcB«# 

[0 0 9 8] ±E£*J:tK c-erbB-2lfifi 
#GFD-OA-p 1 8 5-111 -f >bf HDfc^ltS 

gmcMc©aaicNLT^a£e*u 
ftm3stimflraro*&nM0H& ut#«t?»* c tat 

[0 0 9 9] 

^HOt/^n-t^GFD-OA-p 1 8 5- 
l<D-i>\d r-n»Jltt©jfc*©fc»K. 9UMW*&ff 

[0 10 0] flp-fe, Gctt) ft&ft&Kftttlt 

SI 0X$Ar'?U>'VH£l%:&. M3EliS^©5^n> 

-^MBWfrG FD-OA-p 1 8 5-l©2 O^glS 
/mlTMUfc. *&. IM$£«$i#*iS£« ; ey*rJ 

-^-;uji^©ftt> 0 t#ft«jhflifl!>*>^©«8 k * 

[0 10 13 -5-©^**, IUBM©MMUI2:4:Xn 
©« c-erbB-2 jt^g®*/ ^ D-^tt#G 
FD-OA-p 18 5-1 &©lt&££bfc!IJ|t&L 

[0 10 2] gtS<fcD, ajiiBJiffl^t*^©^^^ 
n-^-;VJrt#:©i!6^ft«|gf4^fi t LTflli83ft&. 
[0 10 3] L*Uft*»6, iE«W«ttf6ft"^**^ 
tftUfcfc*«r»T*3BW© i E / 9 n-?7Hlt#G F D 

— OA — p 18 5-1 CJS^U&«»tjfc. KC, *^6g 

nenftfroft. ±E©jit*>s«iw*yi'n-^ 
5. 
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immm 

co 1 0 4] en#9: i 

: 6 0 

mpiom : mst 

$g©& : -*|g 
h#n>>- : 

EM©*!® : AS©&& MDNA 
E#l©ftSt : 

«ftS^*-ri2^ : doma i n 
WfE&m.: 1-6 0 

: E 

mm-. 

CGCGGCTCCG GGGGGCAAGA GGG 
CGAGGAG GAGCCCCCAG CGGCAC 
AAGG CCGCCAGCTC 6 0 
[0 10 5] EW»: 2 
mm<D&2 : 5 7 

e*j©£! : &m 
m» : -*« 

E59©aS : m<D&M q(3tDNA 
BW©»« : 

4$&£^TfBf| :domaln 

1-5 7 
#&£&£Lfc*ft : E 
BM: 

GCCCTGGTAG AGGTGGCGGA GCA 
TGTCCAG GTGGGTCTCG GGACTG 
GC AG GGAGCCG 5 7 
[0 1 0 6] EJ*IS*f : 3 
E#l©ftS : 6 0 

®m<DM : ma 

: -*8 

muomm : tecose ^dna 

K?*J©!&& : 

1#&£^f1B*f : d om a 1 n 
#ftf£g : 1 - 6 0 
&t8£ifc£Lfc#j* : E 
£*!: 

GGTGACCAGG GCTGGGCAGT GCA 
GCTCACA GATGCCACTG TGGTTG 
AAGT GGAGGC AGGC 6 0 

[0107] m#mn: 4 

KM©g$ : 6 6 
tiffl<DM : m 

m<o& : -*« 



(14) 4$M¥7-5 9 5 8 8 

E?U©3g : ffi©&18 £$DNA 
E?*J©ftfK : 

12-^ : d om a 1 n 
#a«B : 1 - 6 6 

tmmfevrzjjm e 
saw: 

GATGAGGATC CCAAAGACCA CCC 
CCAAGAC CACGACCAGC AGAATG 
CCAA CCACCGCAGA 6 0 GATGAT 6 
10 6 

[0 10 8] IBPJS^: 5 
&m<D&$ : 6 0 
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b#n->- : jtiSHfc 
B*l©aM:tt©Wi ^JfcDNA 
EWOWR : 

^*Sfi2^: domain 
: 1 - 6 0 

a? #®£*fe£U&;tFife : E 
E5U: 

TGGAGACCTG GGGGCCTCCT CTT 
CAGAGGG CTCCAGCCCT AGTGTC 
AGGT CCCCACCGCC 60 
[0®©f?Pi&i&W] 
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